pathway, with subsequent consequences of tryptophan-(5HT-) depletion and neurotoxicity, as well as glutamatergic hyperfunction (15, 16) . Thus, disturbances in HPA axis responsiveness connected to CRH, are relevant in MD, as well as in suicidality.
The effects of CRH dysregulation are primarilly mediated through CRHR1. Consequently, antagonists active against CRHR1 are being developed as a novel type of antidepressants (17) . From a pharmacogenomic perspective, it is of importance to have access to the level of individual variation in this gene in context to its functionality, which can be needed for evaluation of treatment efficacy as well as being used in diagnostic tools.
Knowledge about dysfunctional CRHR1 variants may also bring about new, highly specific treatment possiblities with inhibitory RNAs (18) . Supprisingly little is known known about influence of genetic variations in the CRHR1 gene in the context of stress and depression, since only a few such studies have been reported up to date (19) (20) (21) (22) (23) .
In fact, our group has been the first to study the genetic variation in the CRHR1 gene in connection to depression and stress among suicidal individuals (23) . Genetic variation in CRHR1 showed association and linkage to suicide attempt in depressed males exposed to low levels of stress. This association to low stress was true also for female suicide attempters, but without relation to depression. This may reflect the genetics behind the fact that a higher proportion of the depressed males have been shown to be suicidal, compared with depressed females (3). Altough there is need of further confirmation of our novel finding and analysis of the CRHR1 locus, we hypothesized that these individuals may be genetically predisposed to react with dysregulated HPA activity upon a low threshold of stress, through some alterations of the CRHR1 gene expression or functionality, possibly experiencing a chronic state of HPA activation and/or a reduced feedback mechanism, which partly substitute the environmental influence of high levels of stressful life events in the suicidal process (23) . Interestingly our previous novel findings demonstrated that genetic variation in a transcription factor of the POMC gene, TBX19, which is regulated by CRH, showed association and linkage to the anger / hostility personality trait and suicidality (24) . Taken together, our result suggest that genetic variation in the CRH-mediated regulation of the HPA axis is a factor of importance in suicidality and, as other have shown as well, for MD.
A throrough understanding of the dysregulation occuring at the HPA axis in suicidality is however only in its infancy. Whereas the dexamethasone suppression test (DST) is proving itself as an increasingly more viable prognostic test for the suicidality among certain depressed individuals, there is a substantial need for inclusion of additional measurement variables (25) (26) (27) . For example, there is a need to explain the observed reduction in the HPA axis activity in connection to suicidality (28) , as well as to be able to differentiate from non-suicidal patients with MD. Since feedback in the HPA axis occurs both at the level of glucocorticoid receptors, as well as CRHR1 in the pituitary, it is likely that genetic variation in several genes of this system must be taken into account in evaluating such results. Moreover, other suicidal individuals show lowered 5HT activity and yet others may show variation in further neurobiological systems (2, 3) . This is of interest in light of that the HPA axis is complexly interconnected with many of these neurosystems, e.g. monoaminergic and glutamatergic (14) (15) (16) , and that the understanding of this network is likely to require a more detailed disection of the variabilities in these genes, as well as a consideration of interacting or redundant effects between genes, in the context of environmental stress (29) .
Thus, the exploration of the HPA axis at the level of genetic variability hold promises of delivering significant explanations as to why certain individuals are at risk for suicidality, in connection to MD or other conditions of stress, as well as being seemingly necessary for the construction of reliable diagnostic and treatment tools, with sufficient sensitivity and specificity for the suicidal aspect of these patients.
